In the Specification: 

Page 1 : between Ins. 7 and 8, please insert the following: 

— Cross-reference to Related Applications 
The present application is the national stage under 35 U.S.C. 371 of International 
Application Serial No. PCT/US03/03425, filed on February 3, 2003, which designated the 
United States, and published under PCT Article 21 (2) in the English language, and which claims 
the benefit of priority of United States Provisional Application Serial No. 60/354,423, filed on 
February 4, 2002, each of which is incorporated herein in its entirety by reference.— 

Page 3 : between Ins. 5 to 34, please delete the following: 

This study also docum e nt e d that loss of t e lom e ras e activity and short e ning of t e lom e r e s 
may b e accompani e d at th e gen e tic l e v e l by an incr e as e in chromosome abnormaliti e s, including 
chromosome bridges and chromosom e malformations. 

Th e concept that decreas e d stabilization of t e lom e r e s (i. e ., d e cr e as e in t e lom e r e l e ngth and/or 
numb e r) is r e lat e d to cellular immortality was establish e d from studi e s of various typ e s of tumors 
(s ee , e .g., Hasti e e t al., Nature, 346: 866 868 (1990); Adamson e t al., Cancer Genet. Cytogcnct., 
61: 20 4 206 (1992); Odagiri ot al., Cancer, 73: 2978 298 4 (1994); Rogalla e t al., Cancer Genet 
Cytogcnt., 77: 19 25 (199 4 ); Shirotani ot al., Lung Cancer, 11: 29 4 1 (1994); and Yamada ot al., 
J. Clin. Invcstig., 95: 1117 1 123 (1995)). In g e n e ral, t e lom e r e s w e r e found to b e notably short e r 
in immortal c e lls than thos e in mortal tissu e s. An e xc e ption to this corr e lation app e ars to b e th e 
immortal H e La c e ll lin e from a ut e rin e c e rvical carcinoma that contains exceptionally long 
t e lomeres (do Lango ot al., Mol. Cell Biol, 10: 518 527 (1990)). 

In g e n e ral, t e lom e ras e l e v e ls are r e lativ e ly high (upr e gulat e d) in prog e nitorial c e lls and 

n e urons during e arly d e v e lopm e nt and d e cr e as e in association with c e ll diff e r e ntiation (s ee , e .g., 
Mattson et al., J. Ncurosci. Res., 63(1): 1 9 (2001)). Upr e gulation of t e lomeras e e xpr e ssion for 
t e lom e re maintenanc e or e xt e nsion app e ars to b e r e quir e d for c e ll immortality. Upr e gulation of 
t e lomeras e e xpression also app e ars to b e a charact e ristic of most tumor c e lls, which may contain 
chromosom e s with r e lativ e ly short t e lom e r e s (s ee , e .g., Paw e l e c, Meek Aging Develop., 121: 
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181 185 (2000)), Nev e rth e l e ss, th e pr e s e nc e of t e lom e ras e in canc e r c e lls app e ars to maintain 
telom e r e s of suffici e nt l e ngth to p e rmit continuous g e n e rations of cell divisions. Thus, 
e xpr e ssion of t e lom e ras e has b ee n vi e w e d as a diagnostic mark e r for canc e r c e lls, and th e 
inhibition of t e lom e ras e activity or th e r e pr e ssion of t e lom e ras e e xpr e ssion hav e b ee n us e d as th e 
bas e s for d e v e loping scr ee ns for anti canc e r drugs and possibl e anti canc e r th e rapi e s (s ee , e .g., 
U.S. Patent No. 5,639,613; U.S. Patent No. 5,770,613; U.S. Patent No. 5,840,490; U.S. Patent 
No. 5,863,936; U.S. Patent No. 5,989,807). 
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